Title: METHOD OF SCREENING 
COMPOUNDS THAT INHIBIT 
LYSOPHOSPHATIDIC ACID 
ACYLTRANSFERASE 
Inventors: David W. LEUNG et al. 
Docket No.: 077319-0381 



<D 
U 



-H 



u 

S3 

u 
o 
o 
u 
o 
o 
u 
o 

o 
o 
o 
o 
o 
u 
o 
o 

Eh 

o 
o 
o 
o 
<c 
o 
o 
o 
o 

Eh 
Eh 

o 
u 
o 
o 
< 
u 
o 
< 

V 
Eh 

o 



o 
o 



o 
o 

Eh 
U 
O 
Eh 
O 
O 

S3 

o 
o 
o 
< 
o 
o 

S3 

o 
o 
o 



s 

o 

u 
<£ 
o 
< 

< 

< 

o 

Eh 

o 
o 
u 
o 
< 
o 
o 
o 
o 
o 
<: 



LO 



r \ 


r j 




r ) 


r j 


r \ 


r ) 


'Hi 






r ) 




r > 


rn 




r \ 




r \ 


r ) 


r 5 


r ) 


p 


r ) 


r ) 


r ) 


rn 


rn 


r \ 


r ) 


r \ 


r ^ 






r ) 


r ) 


rn 


r 5 

w 


r ) 




rn 


r t 












r \ 
\J 








r \ 


r \ 






r n 


r \ 


r \ 
<J 


r t 






r \ 
\J 


r \ 
Kj 


r \ 
W 


r \ 
W 


rn 


r \ 
\*J 




r \ 
LJ 


rn 


r \ 


y 


rh 


rn 

V-/ 


r \ 
{J 






r . 


<1 


rh 






r \ 


<q 




r. 

tr* 




r n 






r n 


<^ 


r n 


rn 

W 


rn 


r \ 




r \ 
w 






r n 






r n 


r n 




r \ 


^5 






rn 


r n 


r n 




rn 




r n 


r \ 


rn 




rn 




rn 




rn 




r ) 


r n 


r. 




r ) 


r \ 


r \ 


r ) 


rn 


r ) 


rn 


r ) 

V—/ 


rn 


r \ 


rn 


< 


U 


u 


Eh 


a 




< 


O 


r 3 

V—/ 




r \ 


r > 


r j 


r ^ 




rn 


o 


rj 


rn 




u 


Eh 


U 


O 


o 


O 


O 


o 


o 


a 


< 


a 


«< 


o 


u 


o 


u 


o 


o 


o 


< 


Eh 


o 


Eh 


o 


O 


E-* 


o 


o 


O 


Eh 


o 


a 


< 


U 


o 


o 


a 


a 


o 








rH 


o 


m 


o 


LD 






CM 


CXI 



o 
o 

Eh 

< 
O 
O 

O 
O 
O 

< 

o 
a 

o 
o 

Eh 

o 

Eh 
Eh 

Eh 

o 
o 

Eh 

o 
<: 

o 
o 
o 
o 

Eh 
O 

S3 
o 

Eh 

o 

Eh 

u 
a 
o 



o 
on 



o 

Eh 
Eh 



O 
CM 



O 



>1 

rH 

a 

o 
u 

Cm 



}h 

Eh 
& 

-< 

4-) 
(1) 

S 



o 

Eh 

a 
o 

Eh 



o 

Eh 

o 

O 
Eh 
Eh 

O 
Eh 
O 

o 

Eh 
U 

O 
Eh 

o 

0 
Eh 
O 

o 

Eh 
O 

o 

Eh 



ro 
ro 



<D 
0) 
0 
d) 

Cm 

(U 
0) 
<D 
<D 

4J 

s 



o 

rH 



u 
o 
o 

Eh 

S3 

o 
o 
u 

o 
o 
< 

o 
o 

Eh 

O 
Eh 
Eh 

O 
O 
Eh 

O 
Eh 
CJ 

O 
O 
< 

O 
O 
O 

o 

Eh 
O 

O 
Eh 

o 

00 

ro 



0) 
CO 

o 

5H 
Cm 

5h 
0 
CO 

LQ 
>i 
O 

0) 

Cm 

& 

Eh 
Q) 

Eh 

O 
U 
Cm 

^ 
0) 



o 
ro 



Title: METHOD OF SCREENING 
COMPOUNDS THAT INHIBIT 
LYSOPHOSPHATIDIC ACID 
ACYLTRANSFERASE 
Inventors: David W. LEUNG et al. 
Docket No.: 077319-0381 



u 
u 

Eh 
< 

o 

Eh 

U 
O 
O 



I 

•H 
•P 

o 
o 



E-f 

u 

Eh 
Eh 



U 

s a 

□ Eh 

& < 

o 

Eh 
Eh 

u 

Eh 
Eh 

CJ 



00 
<H 



CD 
rH 
H 

& 

Eh 



O 
CO 

< 

>H 
>1 
Eh 

CD 



O 



cd 

rH 
CD 

a 

w 

>1 

CD 
CM 
CD 
Cm 

>i 
Eh 



o 

Eh 
U 

O 
U 
O 

Eh 
O 
Eh 

o 

Eh 
O 

Eh 

CJ 

cj 
cj 

Eh 
< 

U 
O 

o 
cj 

Eh 

CJ 

O 
Eh 
O 

Eh 
CJ 
O 

o 

Eh 
O 

O 
Eh 
Eh 

O 
Eh 

LO 

in 



rd 
> 

cd 

rH 

CO 

>1 

a 

iH 

o 
u 

Cm 

CD 

rH 

H 
td 



3 



fd 

> 

(d 

rH 

CD 

CD 

Cm 

CJ 
CD 



O 

LO 



u 

Eh 

O 

u 
o 

Eh 
Eh 



cj 

Eh 
O 



< 

a 
cj 



tn 
U 
< 

CD 



O 
!> 



Eh ^ 

3 H 

Ph CD 

3 o 



cd 
> 



CJ G 
CJ < 

< % 



O 



<D 

rH 
H 

>1 

rH 
O 

5h 

>1 

En 

C3 
CD 

>i 
Eh 

W 
>i 

CD 
iH 
H 

W 
•H 
K 

CJ 
d) 

CJ 
CD 

4J 

CD 

CJ 

cu 



o 

oo 



Title: METHOD OF SCREENING 
COMPOUNDS THAT INHIBIT 
LYSOPHOSPHATIDIC ACID 
ACYLTRANSFERASE 
Inventors: David W. LEUNG et al. 
Docket No.: 077319-0381 



*0 
© 

g 

■H 

a 
o 
o 



© 
u 

g, 

•H 



U 
CD 

O 

u 
u 

Eh 

u 

O 

O 
Eh 
Eh 

a 
< 



w Eh 



CD 
O 
O 

< 
CD 

o 
o 

Eh 
O 

CD 
< 

o 
cd 

Eh 

o 



CO 

to 



a 
a) 

CO 

o 

}H 

o 
u 

a* 
w 

•H 

CO 
•H 

(d 

iH 

>i 

rH 

a 

to 

rH 

fd 
> 

rH 

o 



> 



a 

Eh 

o 



3 



o 



O 

o 
«< 

o 

u 

a 
<c 
o 

a 

% 

o 
o 

Eh 

CJ 
Eh 
CD 

Eh 
Eh 
O 

Eh 
Eh 
CD 

Eh 
< 
Eh 

O 
O 
O 

CD 
< 

O 



U 
<D 

d 

rH 
CD 

W 
-H 

K 

c 

CO 

< 
u 
in 



<d 
> 



as 
> 



(d 
> 

>i 

Eh 

O 
U 

a. 
rH 



o 
o 

rH 



U 

a 
a 

o 

CD 
CD 

< 
a 
a 

CD 
Eh 

o 

CD 

CD 

CD 
Eh 
<C 

CD 

Eh 

<: 

CD 
CD 
CD 

Eh 
Eh 

u 

CD 
Eh 

a 

Eh 

< 

CD 



u 

5h S 

tH 

>1 
rH 

CD 
O 

0) 



fd 
> 

rH 

CD 

<u 
S3 

0) 

2 



CD 
<D 

ft 



8 6 

CD 

CD 
CD 
Eh 

CD 
Eh 
O 

$ 

<^ CD 
CD u 



O 
O 



CD 
Eh 
CD 

Eh 

CD 

o 

CO 



Eh 
0) 

t-3 



u 



CD ^ 



0) 
rH 
H 



Eh 
Eh 
< 

CJ n. 

u 



fd 
> 

>1 



o 
ro 
rH 



Title: METHOD OF SCREENING 
COMPOUNDS THAT INHIBIT 
LYSOPHOSPHATIDIC ACID 
ACYLTRANSFERASE 
Inventors: David W. LEUNG et al. 
Docket No.: 0773 19-0381 



g 

■H 

d 
o 



<D 
U 



•H 
fa 



CJ 
Eh 
< 

cj 

Eh 

o 

< 
o 
o 

< 

cj 
o 

o 

Eh 

cj 

cd 
o 

Eh 



w U 



CJ 
CJ 

o 
o 

Eh 

cj 

o 
o 
cd 

cj 
u 
o 

Eh 

u 

Eh 



00 
tH 



Q) 

rH 
H 

iH 

cd 
> 

>i 

rH 
O 

CO 
rH 

< 

0) 

ft 
u 

Eh 

CO 

>i 

CJ 

rd 

rH 

0) 

>1 

rH 
O 

<d 

rH 

0) 
CO 



O to 
Eh > 
O 



O 
rH 



CD 
CD 

CJ 

CJ 
< 
O 

u 
cj 

Eh 

LD 
LD 

r- 



U 

0) 

CO 

0) 
rH 
H 

cd 



Eh 

9 
< 

u 

Eh 
< 

a 
cj 
o 

Eh 

< 
o 

cd 
o 
o 

cd 
cj 

< 

o 
cj 

2 ^ 
2 J 



CO 



o 
u 

Eh 
< 



CO 

< 

CD 

rH 
H 

CD 



o 

LD 
rH 



O 

cj 

< 
o 

9 
cj 

cj 
cj 

< 

cj 

Eh 

CJ 

O 
Eh 

CJ 

CJ 
CJ 
< 

< 

cj 

CJ 
CJ 

o 

CJ 
Eh 
O 

9 

o 

Eh 

a 

Eh 

o 

Eh 
< 



m 



co 

•H 

a 

Eh 

<u 

(1) 
U 

Eh 

c 

rH 
O 

cd 

rH 
< 

rH 
Cd 
> 

rH 
O 



o 

H 



5-1 O 
4-) 

CD 



a 

CJ 

o 

% 

< 
9 

o 
o 
< 

< 
cd 
o 

o 
< 

CD 

Eh 
CJ 
CJ 

Eh 
Eh 
Eh 

CD 
Eh 

O 

a 
cd 

Eh 

CJ 
Eh 

a 

o 
o 
< 

o 

Eh 
o 

CO 
00 



CO 
-H 

c 

CO 

<: 

Eh 



O 

rH 
CD 

o 

PM 
d) 
CM 



> 
ft 

Eh 



Cd 
> 



o 

00 
rH 



Cd 



Title: METHOD OF SCREENING 
COMPOUNDS THAT INHIBIT 
LYSOPHOSPHATIDIC ACID 
ACYLTRANSFERASE 
Inventors: David W. LEUNG et al. 
Docket No.: 077319-0381 



*0 

<D 

-H 
■P 

o 
o 



■H 
fa 



<D 

Cm 

(d 
rH 
<3 

>i 

rH 
O 

>1 

0) 

Cm 

o 
u 

Cm 

CD 

J-> 

CD 

a 

Sh 
0) 
CO 



cj 



o 
cr\ 
rH 



oo 

OO 



< 

Eh 
< 

CJ 
CJ 
CJ 

CJ 
E-« 
O 

Eh 

% 

CJ 
CJ 
CJ 

Eh 
Eh 
O 

9 
< 

CJ 

CJ 
CJ 

o 

< 
o 

o 

Eh 
O 

< 
CJ 

o 

Eh 
Eh 
CJ 

Eh 
< 

O 



CD 
rH 
H 

O 
*H 
Cm 



td 
> 

a) 

rH 
H 

o 

}H 
Cm 

rH 

<d 

> 

CJ 
rH 

O 
cd 

rH 

CJ 

rH 
O 

rH 

<d 

> 

cd 

rH 
< 

CD 

a 

CO 
-H 



O 
O 
CM 









O 




o 




CO 

<! 




CN 


o 




CN] 


CD 


S 


r— 1 










CD 


rn 






rj 


s- 




o 


a 












Eh 


r ) 


rn 












CO 


Eh 


CJ 










< 


CJ 


in 




u 


< 


>i 






Eh 


Eh 




Eh 








O 


CJ 


CD 




Eh 


Eh 








Eh 


Cm 




% 




& 




CJ 


% 










< 













CJ 




O 


a 


rH 






CJ 


O 




O 




CJ 


CJ 


U 




Eh 


< 






CC 


Eh 


Eh 




CJ 


}H 




< 


CJ 


(D 




TC 


Eh 


CO 




CJ 


U 




Eh 


CJ 


0) 




GC 


Eh 


CO 




o 


4J 


o 


CJ 


Eh 


0 






<J 


S 


cn 


Eh 






O 


CJ 


rH 




CJ 


Eh 


fd 




O 


O 


> 








< 



<d 
> 

}H 

<J 



(d 
> 

CJ 

rH 
O 

CO 

>1 

CJ 
CJ 

rH 
O 

>1 
rH 
O 

>H 
CD 
CO 

u 

Eh 
CD 
Cm 

U 
< 

Cn 
Jh 
<3 



o 
m 

CN 



o 

00 



Title: METHOD OF SCREENING 
COMPOUNDS THAT INHIBIT 
LYSOPHOSPHATIDIC ACID 
ACYLTRANSFERASE 
Inventors: David W. LEUNG et al. 
Docket No.: 077319-0381 



g 

•H 
4J 

a 
o 
o 



u 

g 

-H 
fa 



En 

o 

<: 
o 
o 

< 
cj 
< 

o 

Eh 

CJ 

O 
O 
O 

% 

o 

o 
cj 
<: 

o 
cj 
a 

o 

Eh 

cj 

<: 
cj 
a 

cj 
cj 
o 

o 

Eh 

o 



00 
rH 
O 
rH 



ft 
01 

o 
u 
cu 

u 

Eh 

a) 

rH 
O 

rH 
O 

U 

Eh 

O 
rH 



td 
> 

o 
SH 

o 
rH 

0) 



o 

CO 



o 

Eh 

cj 
cj 

Eh 

o 

o 
o 
cj 

cj 

Eh 
CJ 

< 

cj 
o 

Eh 
CJ 
0 

O 

Eh 

o 

Eh 
CJ 

o 

<c 
o 
o 

o 

Eh 
O 

O 
< 

in 

IT) 

o 



(U 

rH 
<D 

CO 

w 

-H 

EC 

U 
< 



(d 
> 

tn 

rH 

< 
ft 

td 

rH 

Q) 
■-3 

td 

rH 
O 



(d 

> 
ft 



o 

LO 

cn 



o 

o 
o 
cj 

a 
o 
o 

o 

Eh 

a 
< 

u 
u 

Eh 

CJ 
Eh 
< 

u 

o 
o 
cj 

cj 

Eh 
Eh 

Eh 
Eh 
O 

Eh 
CJ 
< 

CJ 
Eh 
O 



ro 
O 

rH 



O 

cn r>. 

>1 

rH 
O 

ft 
*H 

rCj 

Eh 

>h 
CD 
CO 

<D 

rH 
H 



o 

C7> 

P4 

rH 

td 

> 



rH 

Eh 



o 
cn 









Eh 


5 




o 








rh 


00 
CN 




O 


o 






O 


Eh 


r i 
C"« 


>1 


CJ 


Eh 


CJ 




u 


Eh 


E-» 


CD 


rH 
O 


r i 


CJ 


&^ 


vJ 


p- , 

E-» 


Eh 


CJ 






T \ 


cd 


Eh 


o 




o 


rH 
O 




CJ 


o 


CJ 


u 




Eh 


>1 


CJ 




Eh 


r ft 


CJ 




O 
Eh 


O 


rH 
O 


CJ 


o 




Eh 


o 




Eh 




O 


o 




CJ 


o 


E^ 


o 


o 


cj 


u 


(J 


o 


u 


o 


Eh 




Eh 


Lys 


<3 


CJ 


Eh 


-H 


O 


o 


Eh 




U 




CJ 




CJ 




Eh 


Ul 

>i 


Eh 


o 


a 




CJ 


Eh 


CJ 




CJ 


CJ 


Eh 






Eh 


CJ 


O 


Leu 


CJ 


CJ 


Eh 


r ■ 


Eh 


o 


Eh 


CJ 


CJ 


CD 


< 




CD 


o 


Eh 


r i 
t-» 




< 




Eh 




Sh 

>i 


CD 


CD 


O 


EH 


Eh 


< 




o 


Eh 




o 


O 


Asp 


Eh 


o 


a 


< 


CJ 


CJ 


a 




CJ 




o 




CJ 


CJ 


Eh 


r j 
tn 


>i 


CH 


CJ 


CJ 




vj 


vj 


r . 
CH 


o 


rH 
O 


o 




CJ 




CJ 




u 


Eh 




< 


CJ 


CJ 


o 




o 


CJ 


e> 


rH 
O 


< 


< 


Eh 




o 


CJ 


CJ 


Eh 


>1 
rH 


Eh 


< 


Eh 


o 




u 


O 


o 




00 




«sD 


m 




V£) 


rH 


VO 


rH 




rH 


CN 


CN 


rH 




rH 


rH 


rH 



Title: METHOD OF SCREENING 
COMPOUNDS THAT INHIBIT 
LYSOPHOSPHATIDIC ACID 
ACYLTRANSFERASE 
Inventors: David W. LEUNG et al. 
Docket No.: 077319-0381 



■0 

<D 

•H 
Ci 

o 
o 



■H 
fa 



o 
a 

Eh 
< 
CJ 

a 

Eh 
< 

a 
a 
a 
a 
o 
cd 

Eh 
Eh 

cj 

Eh 

cj 
a 
cj 
a 
o 
o 

Eh 
U 
O 
Eh 
CJ 
<< 

a 
u 
cd 
cj 
o 
< 

< 

Eh 
r< 

o 
cd 

Eh 

a 

Eh 



a 

Eh 
O 

rH 
CO 
rH 



Eh 

a 

Eh 
O 
Eh 
CJ 

u 

CJ 
Eh 
CJ 

o 
< 
cj 
o 
a 
o 
o 
< 
cd 

Eh 
Eh 
CJ 
Eh 

a 
< 
cj 
a 

Eh 
Eh 
Eh 

o 
< 

cj 
cd 

Eh 

a 
o 
o 

Eh 
U 

a 
a 

Eh 
Eh 

a 

Eh 

a 

< 



00 





tH 


<* 


Eh 


EH 




r . 
tH 


CJ 


Eh 


O 


r \ 


CJ 


(J 


<C 


< 




r i 
fcH 


Eh 


U 


o 


fcH 


CD 


Eh 


O 




CJ 


Cj 


Eh 


Eh 




Eh 


CJ 


< 




VJ 


cj 


Eh 


O 


o 


<3 


Eh 




Eh 


Eh 


CJ 




< 


o 


O 




Eh 


U 


< 


O 


cj 


u 


*• * 

u 


O 


<3 


<< 


o 


Eh 


TG 


Eh 


o 


Eh 


< 




EH 


E-* 


u 


<^ 


o 


r rv 


O 


Eh 




Eh 


>< 

< 


Eh 


O 


o 


a 


u 


CJ 


< 


Eh 


o 


o 


Eh 


O 


Eh 


r* . 


O 


O 


< 


< 


o 


< 


Eh 


8 


o 


Eh 


cd 




o 


o 


< 


cd 




tH 


Eh 


o 


Eh 


u 


< 


u 




CD 


cj 


o 


o 


U 




cd 


o 


o 


CJ 


u 


o 


Eh 


Eh 


CJ 


u 


Eh 




O 


u 


CJ 


Eh 


Eh 


o 


CJ 


<c 




a 


EH 


Eh 


o 




o 


O 


< 


<< 


a 


o 


CJ 


cj 


o 


u 


o 




u 


u 


Eh 


o 


Eh 


Eh 


O 


U 


Eh 


r , 

fcH 


Eh 


O 


<c 


O 


O 


< 


u 


o 


Eh 


< 


CJ 


< 


o 


Eh 


CJ 




Eh 


o 


O 


*5 


u 


CJ 


o 


< 


CJ 


Eh 


o 


o 




vj 


r \ 
\J 


o 




o 


o 


u 


o 


<< 


Eh 


cd 


a 


u 


o 


CD 


< 


u 


Eh 


o 


Eh 


o 






<: 


U 


o 






o 


Eh 


o 


a 




Eh 


O 




Eh 


O 


O 


Eh 




u 


< 


Eh 










vo 


rH 




tH 










LO 


LO 


VO 




rH 


tH 


rH 


rH 



o 


Eh 


Eh 


o 


< 


< 


CD 


Eh 


o 


CJ 


< 


CD 


u 


Eh 


CJ 


< 


u 


CJ 


a 


CJ 


Eh 


Eh 


< 


Eh 


o 


O 


Eh 


Eh 


U 


O 


«< 


CJ 


CJ 


< 


CD 


Eh 


Eh 




CD 


Eh 


Eh 


< 


CD 


CD 


U 


O 


Eh 


< 


CJ 


Eh 


U 




< 


Eh 


Eh 


< 


CJ 




O 


Eh 


Eh 


< 


Eh 


CD 


Eh 


Eh 


O 


< 


CJ 


O 


< 


Eh 


CJ 


Eh 


U 


< 


< 


Eh 


CD 


O 


CJ 


O 


Eh 


o 


O 


O 


CD 


o 


< 


O 


CJ 


a 


CJ 


< 


Eh 


Eh 


Eh 


O 


CD 


CD 


U 


O 


CD 


Eh 


U 


Eh 


CD 


CJ 


Eh 


a 


< 


Eh 


Eh 


a 


U 


Eh 


Eh 


CJ 


U 


Eh 


CJ 


o 


CJ 


Eh 


CD 


CD 


CD 


a 


< 


CD 


Eh 


CD 


O 


Eh 




Eh 


O 


CD 


CD 


a 


O 


< 


< 


Eh 


E-i 


rj 


r j 


U 1 


CJ 


Eh 


CJ 


Eh 


CJ 


CD 


U 




Eh 


Eh 


CD 




<C 


a 


Eh 


< 


U 


CJ 


Eh 


a 


Eh 


Eh 


O 


o 


CJ 


CJ 


CJ 


Eh 


CJ 


CJ 


CJ 


CJ 


O 


CD 


CD 


Eh 


< 


< 


Eh 


CD 


O 


Eh 


O 


< 


CJ 


CD 


CJ 


CJ 


a 


Eh 


CD 


Eh 


VD 


V£) 




V£> 




rH 


vx> 


rH 


V£> 




I> 


CO 


rH 


rH 


rH 


rH 



CJ 


CD 


Eh 


< 


O 


Eh 




Eh 


Eh 


< 


a 


Eh 


CJ 


a 


O 


u 


a 


O 




CJ 


CD 


CJ 


a 


CD 


Eh 


CD 


< 


CJ 


Eh 


CD 


Eh 


o 


CD 


< 


Eh 


< 


CJ 


Eh 


Eh 


CJ 


a 


< 


< 


< 


CD 


CD 


a 


CD 


Eh 


Eh 


CD 


U 


a 


O 


CD 


< 


< 


Eh 


u 




CJ 


CD 


o 


CJ 


Eh 


Eh 


CJ 


CJ 


CJ 


CD 


CD 


CD 


< 


Eh 


CD 


a 


CD 


Eh 


CD 


CD 


CJ 


Eh 


< 


CJ 


a 


a 


CJ 


CJ 


Eh 




a 


< 


< 


CJ 




CD 


a 


< 


O 


CD 






< 


< 


< 


CJ 


o 


CD 


r ) 




^J 


CJ 




< 






o 


CD 




a 




CD 


a 


< 


a 


a 


CD 


CD 


< 


CD 


CD 


o 


CD 


Eh 


Eh 


CD 


Eh 


< 




CD 






< 


< 




CD 


CD 


<c 


CD 






<o 


vo 


rH 


<o 


CO 






rH 


rH 


rH 



Title: METHOD OF SCREENING 
COMPOUNDS THAT INHIBIT 
LYSOPHOSPHATIDIC ACID 
ACYLTRANSFERASE 
Inventors: David W. LEUNG et al. 
Docket No.: 077319-0381 



•0 

i 

■H 

a 
o 
o 



<D 

u 

g, 

-H 



I 
\ 



Title: METHOD OF SCREENING 
COMPOUNDS THAT INHIBIT 
LYSOPHOSPHATIDIC ACID 
ACYLTRANSFERASE 
Inventors: David W. LEUNG et al. 
Docket No.: 077319-0381 



<N 
0) 

3 
O) 

iZ 



uiuipi 



rH tH rH rH 



O 
O 



O 



Si i Sin: 

Q « 
h ►qij 
OIO o 

>H J fa 

1 g I 

>h « ft Q 

« a < 

j o . 
^ifa fa 

< 0 £ 
JIEh fa i4| 

£ £ < 

2 O > 
§ < K 

W ft 

« §1 

Olft 






in in in in 



i t 

O U 
« CD 
O ft 

ft| 04 

I i 

I i o 
rt > hihihI 

W OS S 3: 

§ oico oi 

§ ^ h 

O g Eh i 
^|fa > jj| 
? J H s 2 

CO ^ g Q 

co| col g col 



O CO rfj i< CO 

CN > H H 

tH > g. >^ M 

£> H H J 

►•I >*| fig *<l 

ftlftlS K 

i i W 

2 CO h3 >h g 

2j ft a WlCQl 

I I I >-! 

fa fa < Eh 

S O Q W 

X > E-* fa 

< > ft Q 



o o o o 

cH rH rH <H 



^ ^ CO 

Q Q 
H| J 



o 



falfa h-q fa 

& Eh S 

u i >j g 

< I >J CO 

2 oioioioi 

<C k-^ fa M 

CO fa|fa|> 

O 0*1 ftl ft| 

< > H J 

5 >h Slfa 

rH rH rH cH 

in in in in 

rH rH rH rH 



O 

in 

CN 



> 

H 
ft 
> 

Cv 




> H >1 
HI HI fa 
ftlft Q 

h > cx: 
« o g 

O *C M 
0|< CO 

a sis 1 ?! 1 



ft 

CM fc3 



as 



o 

CN 
CN 



> 

M 

o 

ft 

H 



ft 
ft 

o 

CO 

< 

fa 

o 



CO fa O & 

o co pc; < 



S 



CN 



w 
ft 
fa 

i 

rH 
O 



Eh 


O 


>h 




CO 


CO 




PES 






o 


o 


w 


w 


ft 


ft 


fa 

1 


fa 






o 


o 


CN 


CN 



Eh Eh 

S3 

ft ft 



g 



ft 



rH 

Cfl O 
CQ U 



>h 



fa 



ft 

N 
g 



B 



ft 



Eh 

Eh Eh Eh 

< < <J <C 

< < ft < 



ft 




ft 




ft 




ft 




•H 






^ 


•H 




J-) 


rH 


CD 


C 




rH 


0) 


c/i 


O 


N 


rd 


cn 


O 


N 


03 


O 


•H 


6 


co 


u 


■H 


0) 




fd 




0) 




05 


5h 


fa 


g 




>< 


w 


g 



ft ft 



G 

en 
e 



ft 
•H 

rH 
O 

o 
w 



ft 

Q) 
N 
•H 
05 
g 



ft ft 



05 
S 
0 



4J 

cn 

05 
CD 



ft 



ft 

0) 
N 

-H 
05 

g 



Title: METHOD OF SCREENING 
COMPOUNDS THAT INHIBIT 
LYSOPHOSPHATIDIC ACID 
ACYLTRANSFERASE 
Inventors: David W. LEUNG et al. 
Docket No.: 077319-0381 



3 
C 



o 

CM 

2 

3 

G) 

mmmm 

LL 




« 0<|pS 0<| 

^Ml i ps 

Q l 
O Q i 



O 

o 



cn PS 2 

E-» S K CU 

2|> PSI&4 

PS o 




0«! 04 | 



H cH rH rH 

LO LD LO LO 
CN CM (N CN 



O 

ro 



o 
m 



S I Ph 

O HIW H| 
PS rfJlrflW 

" CM > W 
CO w Ql 
>h « Pn 
OP ^ 

HllH 1-31 

I I I sc 

> Eh WIW 
Eh P O Q 

^ > w ^ 
SI SI SI J 

W O H (< 

as Qlw qi 

P S B'S 



> 

HH 

Q 

GO 
> 



rH rH rH rH 
O O O O 

ro m m m 



o 
o 



o 
m 



o 
oo 
m 



o 
r- 
ro 



o 

ro 



as 

Eh 



Q 

a 

W| 

H 
CO 
> 
CO 
04 

> 
w 

H 



*s 

Q 













i 




CO 


3 1 : 








o 


<c • 


Eh 


1 


s 


1 


&s 


1 




^ • 




w • 


W| 


H • 


H 


<l • 




1 


o 


! 






H 


in LO 


IT) 


ro ro 


CO 



o 

LO 



O 



o 
ro 



. O 



o 



* 



>l 



col 



w 

HI 



CO 



H H H H 

o o o o 

^ ^ 



Eh Eh 

04 04 



c 
6 



CO 
03 
0) 



04 
hH 1 



04 

CD 
N 
•H 

2 



Eh E-» 



C 
(0 

e 

33 



Eh 

04 
1-3 



04 



rH 0) 
O N 

w a 



Eh Eh 
0, 



►4 J 



C 

to 
E 

3 



Eh 

I 



4_) rH 

in O 

0) • 



04 

0) 
N 

•H 
(15 

S 



Eh 

S3 

h5 J 



a 

(0 

s 
a 



4J 
CO 

(0 
0) 



I 

04 

•H 



04 

N 
•H 

a 



Title: METHOD OF SCREENING 
COMPOUNDS THAT INHIBIT 
LYSOPHOSPHATIDIC ACID 
ACYLTRANSFERASE 
Inventors: David W. LEUNG et al. 
Docket No.: 077319-0381 



O 



CO 

© 
u 

g. 

■rl 



o 
Eh 
u 

E- 

§ 

o 
u 
o 
o 

g 

g 

CJ 

s 

8 



o < 

^ a 



o 



O 

in 



O 
o 
o 
o 

o O 
ro a 

CJ 

o 

CJ 

o 

CD 

o 

CJ 
Eh 

o CD 
cn CJ 

a 
cd 
a 
cd 
cd 
u 
cd 

CD 



o 



Eh 

a 

o 
u 

a 

8 



o 



o 
o 



a 

E-« 

o 
< 
o 
o 

o 
a 
o 
a 
o 
o 
a 
o 

o 
a 

s 

o 

Eh 
CJ 
O 
Eh 
CJ 

g 

a 



O Eh 
co CJ 

g 
I 

o 
o 

Eh 



o 

00 
tH 



o 



O 



a 

CD 

a 

CD 
CD 
CJ 
CD 

u 

CJ 
CD 



o 



O 
Eh 
CD 

a 
& 
u 

CD 

o 

Eh 
O 

a 

CD 
CD 
Eh 
CD 

a 

CJ 
CD 

cj 
a 



o eh 

vo CD 

rH Eh 
O 
CD 
CJ 

S 

tH 

Eh 

O CJ 

in O 

<H ^ 
CD 
Eh 
CJ 
CD 

cj 

CD 

o 



o 

tH 



CD 

Eh 

o 

g 

o 

Eh 
CJ 
CJ 

a 



o o 

co CJ 
^ Eh 
O 

o 

s 

u 
o 



o O 

Eh 

CM O 

g 

Eh 
O 
O 
Eh 
O 

o O 
m CD 

cm a 

Eh 
< 
CJ 

3 
o 

o < 
cnj O 

CM Eh 



< 
o 

o CD 
tH Eh 
CN CD 
CD 
CJ 
< 
CD 
CD 
CJ 

a 



o 
o 



CD 
CD 
eg CJ 
CD 
CD 
U 
< 

u 
o 

CD 

O H 

<n O 

rH Eh 

a 
o 

Eh 

CJ 
CJ 

g 



o 




O 


CJ 


o 


O 


o a 


o 




VD 


Eh 


CN 


CD 


co O 


CO 


CJ 


ro 


CJ 




CD 


^ < 




CD 




a 




P 


Eh 




Eh 




o 




Eh 


CJ 




U 








CJ 


Eh 




CD 








r \ 

V-/ 


r ) 








1 




Eh 


CD 












Eh 


CJ 




CJ 




o 




CJ 


O 


o 


o 


o 


Eh 


o 


Eh 


o < 




o 




tH 


CJ 


i> O 


CN 


CD 


ro 


CJ 




o 


^ CD 




a 




<C 




Eh 


CD 




o 




CD 




cj 


CJ 




u 




CD 






a 








Eh 




s 




CD 




CJ 




3 






CD 




CJ 




CD 


CJ 




CD 




Eh 




O 


Eh 


O 


CJ 


o 


< 


O 


O 


o <C 


00 


P 




CJ 


O 




VD CJ 


CN 


Eh 
O 


ro 


CD 


^ 




^ Eh 










S 


Eh 












CJ 


CJ 












CJ 


Eh 




CD 




cj 




CD 


Ph 




O 








a 


o 




Eh 










• Eh 




Eh 




CJ 






CD 


o 


CJ 


O 


a 


O 




O CJ 


o 


CD 


m 




CT\ 


a 


LD CD 


CN 


CJ 


ro 


s 


ro 


CJ 


^ CD 




o 








o 


CD 




Eh 




a 






CD 




O 




Eh 




g 


CD 








o 




u 


r \ 
CJ 




o 




Eh 




o 


Eh 




o 




O 




Eh 


CJ 




o 




a 




U 


o 


O 


IS 


o 




o CD 


O < 






CM 




00 


CJ 




CN 


Eh 


ro 


CJ 


ro 








Eh 




Eh 




< 


Eh 




Eh 




g 




o 














o 


a 












a 










g 






§ 








a 




g 






< 




CJ 




Eh 




O 


< 


o 


u 


o 


o 


o o 


LD 


CJ 


tH 


Eh 


r- 


a 


ro a 


CN 


Eh 


ro 


CD 


ro 


Eh 


«tf o 




Eh 




O 




o 


CD 




CJ 




CJ 






CD 




o 




CJ 




< 


Eh 




% 




a 




o 


O 








CD 




o 


CJ 




o 




< 




Eh 


a 




CJ 




CD 




< 


CJ 



o CD 

<tf Eh 

in CD 



CJ 

Eh 
CJ 
CJ 

ro <! 

in O 
< 
O 
CD 
CD 

g 

Eh 

o CD 
cn CD 

LD Eh 

CJ 
CD 
CJ 

CD 



o 

tH 



a 

CD 



in O 
O 
Eh 
O 
O 
< 
CD 
CJ 

o a 

o CD 
in CD 

Eh 
< 

8 
g 

o < 

a 

a 
a 

CD 

Eh 



Title: METHOD OF SCREENING 
COMPOUNDS THAT INHIBIT 
LYSOPHOSPHATIDIC ACID 
ACYLTRANSFERASE 
Inventors: David W. LEUNG et al. 
Docket No.: 077319-0381 



o 
o 

VD 



o 

CD 
CD 

i 



Eh 
Eh 
Eh 

U 
CJ 

g 

o U 
c\ CD 
in Eh 



CJ 

a 
< 
o 
o 
a 
o 



o 

00 

in 



o 
r- 
in 



< 

o 

CD 
U 
Eh 



CJ 

CD 
CD 

< 

o a 

vd u 
in u 

O 

E< 
CJ 

o O 
in o 
to E-« 



o CJ 
<D Eh 
vo Eh 

a 

O 
Eh 
Eh 
O 
Eh 
CJ 

o < 
in Eh 

VD O 

O 
CD 

Eh 

CD 
CJ 
CJ 

o CJ 

^ a 

VD Eh 

o 
a 

g 

o 
o 



o 

CM 



o 

CO 



CD 



a 

O 

g 

cd 
cd 

o < 

CN U 

u> CJ 
Eh 

o 

g 



VD 



o 

g 

CJ 
Eh 

a 
o 
cd 



o 



CD 
Eh 
CD 

a 

o 

CD 
Eh 

a 

CJ 
< 

o 

Eh 
CD 
< 

3 

CD 
CD 

cj 

Eh 
Eh 
CJ 
< 
CJ 
Eh 
Eh 

CJ 
Eh 
Eh 
O 

s 

o 

CD 



o <; 

CO <J 
vo CJ 
U 
< 
cj 



o 
o 



o 
en 

VD 



o 

VD 



a 

Eh 
U 
Eh 
Eh 
U 
CJ 
Eh 
O 
CJ 
Eh 



o CJ 
oo CJ 

~$ 

CD 

Eh 
CD 
CJ 



o 
o 



Eh 
O 
O 
O 
O 
Eh 

O 

cj 

CJ 
Eh 



o CD 

VD CJ 
I> < 

CD 
O 

a 

CD 

o 

CJ 

o 

O Eh 

in CJ 
i> < 
O 
Eh 

a 
o 

CD 
CD 

a 

o CD 
^ <; 

r- a 
o 
< 
o 
cj 
o 
o 

Eh 

o < 

oo CJ 
r- O 
O 



3 

a 

CD 

Eh 

o 



o o 
^ CD 
co CD 

I 

cd 
< 
cd 
cd 



on o 
CD 
U 
U 
<C 
CJ 
CJ 

8 



o a 
o u 
cn < 
O 

CJ 

cd 
cd 
cd 



o < o »< 



on CJ 
oo o 
CD 

< 
o 

o < 
oo o 
CO CJ 
U 

a 

Eh 
CD 
< 

a 



co U 
co u 

o 
cj 
a 

a 
a 

O < 
CXI CJ 
CO CJ 
Eh 
CJ 

■ % 

CJ 
< 

u 

O U 
<H Eh 
CO O 
U 
Eh 
Eh 
O 

u 

CJ 

O CJ 
o < 
oo CD 
CD 
*J 
CD 
Eh 
*C 
U 

u 



O CD O CD 



o 
o 



u 



co CD 
CD 
CJ 
U 

6 
CD 

O Eh 
vd CD 
CO CJ 
CD 

g 

CJ 
Eh 



in o 
oo CJ 
CD 

Eh 

cj 
u 

CJ 
CD 



O Eh 
VD Eh 

on o 

cd 

CD 
O 
U 
O 

CJ 

o CJ 
in Eh 
on o 
< 
CP 
CD 
CD 
CD 
< 
CD 



03 u 



o 



< 

CJ 
on O 
O 
O 
Eh 
< 
CD 

o O 
m CD 
on £h 
U 
CD 

I 

CD 
CJ 

o CJ 
cm CD 
ON 



O 
O 
Eh 

o 

CD 

o U 
»h CD 
on CD 

<! 
CD 
CD 
CD 

g 



O CJ 
00 O 

Sg 

g 

CJ 
CJ 



o 
o 



Eh 
O 
CD 

o 

CD 

s 

CD 



O Eh 
VD CJ 



o 



CJ 
CJ 
O 
Eh 
CD 

Eh 
CD 
CD 



O Eh 

in cj 
o CJ 
tH cj 

o 

CD 

<3 
O 



o 
o 



o 

CO 

o 



CJ 

< 

a 

o 

Eh 
CJ 
Eh 

CD 
CD 

Eh 

g 

Eh 
CD 
Eh 
CJ 

t: 



Title: METHOD OF SCREENING 
COMPOUNDS THAT INHIBIT 
LYSOPHOSPHATIDIC ACID 
ACYLTRANSFERASE 
Inventors: David W. LEUNG et al. 
Docket No.: 077319-0381 



o 


% 


o 


< 


o 




& 


o 


u 


VD 


rH 




cn 


o 


CN 


rH 


< 


rH 


o 


rH 




o 




o 




















1 






e> 










o 




o 






o 




o 





O Eh 
m U 
T— 1 O 

rH £ 

o 
o 

Eh 

u 

Eh 

O O 

<N U 

rH < 

rH U 

8 

o 
u 

o u 

rH U 
U 

o 
o 



o 
o 



52 

u 
o 
o 

o 
u 

Eh 



o U 
o o 

U 
U 

u 
u 

Eh 

U 



o O 

cr> O 

rH O 

rH O 

o 
o 

a 

o O 
oo O 

rH O 
rH < 

g 

o 
o 
o 
o 



o 



o 

VX> 
rH 



Eh 
O 
O 
Eh 
U 
O 
U 
O 

o 
o 

o 

Eh 

o 

Eh 
O 
O 
O 
U 

g 



O Eh 
LO U 
rH O 

< 

o 

Eh 



u 
o 
o 
o 
o 



o Eh 

in u 

<N o 

rH O 

«< 
o 
o 
o 
< 
u 

O Eh 

a 

CM (< 
rH O 

• < 
o 
o 
u 

Eh 

o 
° < 

m O 
cn O 

rH f< 

o 
a 
o 

o 

o U 
cn U 

CN O 

o 



CN 



H 
s 

o 

s 

o 
o 



o O 

CN Eh 

ro U 

rH f< 

o 
a 

Eh 

o 
o o 

rH O 

ro O 

rH EH 
O 
Eh 
O 

I 

o o 
o <; 
co <; 

rH O 

O 
O 
O 

o 

Eh 

o a 

CN Eh 

a 
u 

Eh 

o 



o 

CO 
CO 



o 

rH 



O 

m 



o 
m 

rH 



o 



o 

CN 
rH 



O 
rH 





Eh 










O 




s 




o 


O 


o 


Eh 


O 


CO 


Eh 




Eh 


O 


CN 


o 


m 


Eh 




rH 


U 


rH 


Eh 


rH 




O 




Eh 






O 




Eh 






o 




Eh 






o 




O 






u 




Eh 






Eh 








O 


i 


O 




O 


r- 




OO 


g 


Ch 


CN 


o 


CO 


Eh 


ro 


rH 


o 


rH 




rH 




o 




8 






u 




a 






o 




Eh 






CD 




o 






< 










o 









Title- METHOD OF SCREENING 
M COMPOUNDS THAT INHIBIT ^ 
M LYSOPHOSPHATIDIC ACID W 

ACYLTRANSFERASE 
Inventors: David W. LEUNG et al. 
Docket No.: 077319-0381 



O O 

U U 

cd a 

o CD U 

in Eh Eh 

CD 3 

E-i 0) 

a J 

CD 3 

o o 



o 



o 

Eh 



s 



o 
o 
o 
cd 
o 
o 
u 
cd 
cd 

o O 
ro O 
U 
CD 

o 
o 
cd 

CD 
O 
Eh 

o O 

CM O 

a 
cd 
o 
cd 

CD 

o 

CD 
CD 
O Eh 
tH U 

< 
CD 
U 

s 

CD 
CD 



CD 3 o 
Eh <U <N 

o a 
cd a 

<C rH . 
U CD 

O rH 
Eh 03 

CD > 

o CD 3 
a\ Eh <D 
U J 

CD 3 
Eh 0) 
U J 

CD P 
Eh 0) 
O J 

CD 3 
O Eh d) 

oo U J 



CD 
Eh 



3 



Eh J 



CD 
Eh 



3 
a) 



o 



CD 

Eh 
O 



CD 


rd o 




rH rH 


O 


< 


CD 




U 


1-1 


O 


< 


O 


(d 


U 


rH 


CD 


< 


o CD 




Eh 


a) 


O 




Eh 


w 


CD 


>i 


Eh 


o 



CJ rH 

o < 

cj w 
o O >i 
^ Eh CJ 

rH 

< >1 

Eh &h 

CD 3 
E-» (D 



o 

CO 
rH 



u 
a 
cd 

o 

Eh 

o 



03 



rH O 

crj ro 

> 



S3 

CJ <d 

U rH 

cd <: 

o U ^ 

CN1 <C >i 
rH Eh Eh 

u a> 

EH £1 
E-« P4 

cd 3 

<; rH 

cd o 
u o* 

O O rH 



o 
cj 
cd 

u 
o 

CJ 



03 

rH 
< 

u 

< 



cj u 

o <C 
o 



CD 3 o 
Eh a) in 

a hi 



CD 

Eh 

cj 



3 



O W 
CD >i 
Eh CJ 

O O rH 

oo Eh <d 

rH CD > 

U 3 
Eh 0) 
O ^ 

CD 5H 
O <D 

Eh cn 
cj cd 

O CJ rH 
O < 



CD 
Eh 

cd 

CJ 
CJ 

o 



fd 

> 

cd 





U SH 




CJ a> 


o 


Eh CO 






rH 


O rH O 




Eh fd ^ 




CD > 




CD >h 








< Eh 




O 0) . 




Eh ^3 






o 


O cn 


LO 


CD >i 


rH 


Eh O 




CD 2 




Eh (D 




O -3 



cd a 

CD U 
Eh Eh 

O >i 
O CD rH 

m CD CD 

CN 

CJ <D 
Eh rH 

< M 

CJ d) 
Eh rH 

< M 





CJ u 




CD <D 


o 


< cn 


CM 




CN 


O 4-> O 




Eh (1) V£> 




< s 

o CI 




< < 

CD 3 




< rH 




CD CD 


O 


CD rH 


rH 


rH CTJ 


CN 


o > 




o u 




o ^ 







8 



Vh 



o 
o 

CN 



CJ 

CD 



rH 



CD CD 

U >i 

O rH 

O CD 

CJ 0} 

< -H 

CJ K 



O >i 
O Eh CJ 
CTi 
rH 



Title: METHOD OF SCREENING 
COMPOUNDS THAT INHIBIT 
LYSOPHOSPHATIDIC ACID 
ACYLTRANSFERASE 
Inventors: David W. LEUNG et al. 
Docket No.: 077319-0381 



CD rH O 
Eh <rj oo 
CD > 

CD 3 

O CD 

U <D 
Eh 43 
£h 04 

o U D) 
r- CD >h* 

CM U < 



*0 

§ 

■H 

« 
o 
o 



u 

Eh 
O 



1*4 CN 



O 
Eh 

E-" 



O 
O 



3 

a) 



o >i 

O rH 
O O 



u 

g 

Eh 
Eh 
Eh 

Si 



Eh 

s 

>i 
0) 

04 



o 



cd a; 
< cn 



O O rH 

^ Eh fd 

(N O > 

o a) 

Eh 43 

Eh CU 





u 


iH 




a 


rH O 




Eh 






Eh 


0J rH 




O 






ro 


r— I 




o 


0) 




CO 




o 




—1 

1 1 






. i 
r*-t 




M 




ro 


ro 


ro 














U 


rH 




o 


4J 




Eh 


§ 






d) 




O 












Eh 


w 


o 


a 






CD 


>1 






<1> 




Eh 


r ) 


on 


r i 

u 


VH 




CJ 






u 


r>1 




CJ 


H 




o 


rH 


o 


CJ 






o 


o 


rH 










ro 


Eh 


D) o 




o 






CO 


U cr> 










o 






s 






o 






o 






o 


rH 


o 


Eh 






o 




LO 


< 










ro 
















Pi 






rH 










o 


ro 




o 




O 


S2 


a 








O 




rH 




8 




ro 


O 


ro 




O 


M 




o 






o 


<D 




Eh 


a) 




Eh 


rH 




o 




o < 


M 
















O 


tn 


ro 


a 


U O 






Vh 






0) o 




< 


< 






CO rH 




o 








G 


o 


o 


Jh 






rH 




a 


< 




S 


CD 


CN 












o 


o 






CO 




u 


u 




< 


•H 




u 


Cm 




u 






o 


a 


O 


o 


a 




< 


w 


ro 




CO 




o 


< 


ro 


3 






o 






o 






o 






o 




o 


u 


< 




Eh 


CO 



U CD 
Eh X! 
Eh .04 



U 
Eh 
U 

CD 
Eh 
U 



3 
0) 

CP 



O 3 

<C rH 



o 

CD 

o a 

o 



< 

C/} o 
iJ rH 



a cu o 

SH rCj ^ 

fH 0< rH 

o a) 

Eh XS 

Eh Oh 

O rH 

Eh (0 

O > 

O O >i 

ID O rH 

^ o o 

O >i 

O rH 

CD O 

p 3 

Eh <U 



CJ (Tj 

O rH 

O < 

U (1) 

Eh rH 

< H 

o o C3 

0\ <C rH 

ro O O 

O rH 

Eh CTJ 

o > 

O to 

O >i 

^ a 



o 



CD 
Eh 



o 

ro 



o 

00 
ro 



CJ 
CD 

a 



00 
CM 



a ^ 

<I rH 

o o 

o o 

o u 

CJ 04 

Fh ^ 

Eh 0) 

O CJ J 

r- 

ro 



Vh 
>i 
Eh 

-U 
CD 



CJ <U 
Eh rH 



CJ 
Eh 
CJ 



3 

a) 



o 

CD 

CD CD 



>iO 

ro 



O rH 

Eh 03 

CD > 

a o 

o u 

U 04 

o CD >i 

CN CD rH 

^ CD CD 

O 3 

Eh Q) 

u ^ 





rj 








CO 




CD 


< 






*u 


o 


o 


iH 


o 


o 


< 


in 








^ * 


1 \ 




Eh 


Q) 




< 


S 




ro 


r~i 




Eh 


(0 




O 


> 






H 




o 




o 


< 


Eh 










rh 






Eh 


<U in 




<C 


2 rH 




O 


(TJ 




o 


rH 




o 


< 




L. ' 






a 






< 


Eh 


o 


CJ 




00 




a) 




< 






Eh 






a 


<D 




Eh 


CO 




a 


tn 




CD 






a 






CD 


c 


o 




rH 






CD 










o 


rj> 




CD 


M 




a 


< 




u 


B 






(A 




s 


< 




o 


0) 




Eh 


rH 


o 


< 


H 



Title: METHOD OF SCREENING 
COMPOUNDS THAT INHIBIT 
LYSOPHOSPHATIDIC ACID 
ACYLTRANSFERASE 
Inventors: David W. LEUNG et al. 
Docket No.: 077319-0381 



E-» U O 

V 0) 

< H 

O Q< 
O M 
Eh 

O O rH 
^ Eh (Tj 

in o > 

is 



o 
cn 
lo 



3 



3 
(1) 

c 



O 3 

< T—i 

o o 

< < 



u 

O O 
CN 

in o 



05 
> 

4-> O 

o; vo 

S rH 



O Jh 

o < 

q 3 

< rH 

O O 

O (J >i 

rH O rH 

moo 

O 2 

Eh a; 





O 








* 












a) 


o 


Eh 






tH 


m 


LO 








Eh 


O 




U 


U 




r % 






O 






Eh 


0) 




CJ 


M 




o 






Eh 


d) 


O 


r \ 

CJ 




00 






LO 


u 


ft o 






Ul 00 




o 


<C rH 




o 






o 


rH 




CD 


o 




Eh 
















O 


a 




r- 


< 




i 

Lf J 


r h 






r ) 


(H 










a 






CJ 






o 


Jh 




o 


< 




Eh 




O 


O 




V£> 


< 


Eh 


LO 








Eh 


>i 




O 


rH 




O 


CD 




o 






< 


rH 




o 


O 




o 


O 




o 




O 


u 


CM 



O rH O 

Eh rd o 

O > CM 



u 



0) 

rH 
H 

O 
U 



U A* 

O O rH 

m Eh rrj 

vo O > 

O £ 

i< .rH 

O O 

< td 

O rH 

O < 

o a 

O .< rH 

CN O O 

o 

rH 
O 



in 



< <d 

O rH 
O < 

o 3 

Eh <tf 
O O J 

rH 

VO O U O 

< >lO> 
Eh £h rH 

O <D 

Eh 

O «d 

O rH 

o < 

O O >i 
O O rH 
V4D O O 

O w 

as 



as 



o 

00 



cj 



o 
o 



o 
in 



s 



< 03 



o 

rH 
Fh 



<U O 
X2 rH 
CM CN 



O rH 

O 0) 

Eh W 

o u 

O 0) 
Eh 

o O 0) 

vo Fh X3 

VO Eh 04 

CJ 5h 

u <u 

Eh cn 

Eh U 

U V 

Eh cn 



O 

E-« 
O 



U 
E-« 



5 



o 



O rH 

Eh <a 
o > 

o o 
o u 





u 






O 


rH m 




O 


< CN 




a 








rH 






O 




8 


*-> 






Q) 




O 




o O 




CN 


E-< 


cd 


r> 


O 


> 










< 


rH 




o 


o 




o 


rH 




Eh 


fd 




CD 


> 






M 


o 






rH 




rH 


o 








CJ 


i — 1 




E-» 


(0 




O 


> 




«< 


M 












Eh 






>l 






rH 


o 


o 


o 


o 






c- < 


}H O 




a 


CD CN 




E-» 


cn cn 




E-> 


rH 






XI 










o 






Eh 


XJ 




Eh 




o 


O 


<D 


o\ 


Eh 


XI 




Eh 


cu 






w 




>1 






t-3 



Title: METHOD OF SCREENING 
COMPOUNDS THAT INHIBIT 
LYSOPHOSPHATIDIC ACID 
ACYLTRANSFERASE 
Inventors: David W\ LEUNG et al. 
Docket No.: 077319-0381 



O 



o 

VD 



■a 

g 

■H 

a 
o 



"fl 1 o 

in 
<D r- 
U 

6 

•H 



o 



o 
m 



cj 
Eh 
cj 



o 
o 

Eh 

CJ 



U 
Eh 
O 

CJ 

o 

o 
cj 



o 

o 

Eh 
o 
< 

o 

Eh 

o 

o 
o 



a 

cj 



o 

Eh 

< 



1 






M O 






a 




> 




Eh 


Cfl CN3 






CJ 


(D 


fll 




CH 


rH 


1— 1 




< 


H 


to 




cj 


to 


rH 






•H 


< 




o 


s 


O 


O 


CJ 


p 


V-J 


rH 


Eh 


0) 


D-i 


00 


CJ 




rH 




O 


0) 






fcH 








Eh 




o 




O 




w 




o 




< oa 




< 


Eh 






CJ 


rH 


rH 


O 


o 




< 


O 


< 






00 










o 




rH 




o 




< 






< 


t , 
M 




o 








Eh 


a; 


Eh 




< 


S 






CJ 


(u 


CD 




r \ 


rH 




o 


o 


<C 












[> 


O 


Cn o 


rH 




o 


U in 


O 




o 


< CN 


U 




o 


to 


0) 




< 


•H 


CO 




u 


tc 


u 




o 


w 








>i 


Eh 




g 


a 


O 


O 


o 


M 


U 


00 


o 


X! 




r- 


<: 


Eh 


CD 




a 


a 


rH 






w 


rH 




o 


< 



< rH 

CJ o 



o 

Eh 



00 



o 

00 



td 
> 



O >i 

O rH 

CD CD 

Eh U 

CJ (U 

Eh CO 

q >i 

CD rH 

o O O 

LO 

O0 o 

o 
o 



9 
< 

u 
u 

V 



o 

CN 



Eh M 

q x: 

< Eh 
CJ <Cj 

O rH 

o < 
o o >i 

^ O H 

oo O O 

q g 

< < 

CD 3 

< rH 

a o 



cd 
o 

Jh 



cj 

a m 
a ,a 

< rH 

o w 

O rf* ^ 

CM 

00 



O 
C7\ 
00 



u 
o 

g 

o 
o 
a 

g 

o 

o < 
co CJ 
oo O 
CJ 

O * 
i< * 
Eh * 

o c 

< rH 

a o 
o o cd 

CJ »H 

oo CD < 

O O 
U Sh 

CJ 04 



O 
O 
O 

8 

a 
o 




o 



Eh 

Eh 

CJ 

a 
o 
o 
u 
o 

Eh 

O 

o 

Eh 
O 



O 



o 

o 
o 

O 
O 

°^ 

LO O 

< 

§ 

E-« 

u 
o 



o 

Eh 
U 
Eh 
O 



Eh 
O 
Eh 



o 

tH 



O 



Eh 
Eh 
O 
O 
U 
U 
O 



o 



O O 

o <C 

rH O 
rH O 
CD 

% 

o 
o 

Eh 
O O 
o\ O 
o O 

o 
o 

O 
O 
Eh 
CJ 
o CJ 
oo cj 



O 

o 

o 
o 

o O 

CN CJ 

o O 

rH a 

q 

CJ 
Eh 

o O 

rH Eh 
O O 
rH Eh 
O 

< 

o 

CJ 

o 

O CJ 

o o 
O Eh 
rH O 



< 

rH O 

o 

Eh 

a 
o 
< 

CJ 
O Eh 
I> O 
O O 
rH O 

o 
o 

a 

CJ 

o 

O Eh 
<X> CJ 
O CJ 
rH O 
O 
Eh 

8 

o 
p 

O Eh 
LO CJ 

o CJ 

rH O 
O 

CD 

a 
a 



O 
CO 



O 



Title: METHOD OF SCREENING 
COMPOUNDS THAT INHIBIT 
LYSOPHOSPHATIDIC ACID 
ACYLTRANSFERASE 
Inventors: David W. LEUNG et al. 
Docket No.: 077319-0381 



© 

g 

•H 

o 
o 



U 



•H 



o 





C__i 












\U 








o 


LO 


z 


rH 


rH 


o 


CN 


rH 


o 


rH 




o 












O 












s 






o 




O 


o 


O 




o 


O 




Eh 


CM 


rH 


o 


rH 




Eh 






a 


















O 






O 




O 


o 


O 


ro 




CT> 


tH 




rH 


rH 


cj 


rH 




u 






o 






o 






cj 






o 






o 




O 




O 


CN 


CJ 


00 


rH 


< 


rH 


rH 


o 


rH 




a 




O 




O 


rH 






rH 




rH 


rH 




rH 



CJ 
CJ 
CJ 

% 

o 

< 
o 
o 
o 

Eh 

< 
a 
<c 

o o 

CN O 
CN <C 
rH O 

g 

u 
u 
o 

I 

o 
o 
u 
o 

CJ 

u 
o 
o 



a 

5 

u 

S 

o 

E-« 
O 
O 
O 

B 

O 

8 

CJ 

o 
u 
o 
o 
o 





CD 




CH 








Eh 




fH 








CJ 




FH 








(J 




FH 








co 




FH 








CO 




FH 








CO 












ro 




rn 








r > 




CH 








Ph 




r ) 












rn 








§ 






















ro 




rn 








ro 




r \ 
w 






o 


r > 




r \ 

V-/ 








r \ 




tH 






vN 


rh 


CO 


r \ 
\J 






T~~1 


*5 


1 

rH 










rh 

w 




tH 












CJ 








r h 




hH 




















r ) 
























r \ 


c — J 








1 


r \ 
w 


m 








v N 


rn 


ni 








, I 


rn 


1 


tH 








rn 












C_i 




rn 








r ) 




rn 




j5 








rn 








r i 
















rn 










/■ — \ 


tH 








CO 


CN 


r \ 

\J 


w 






r \ 


i ¥ i 




» / 




rH 




rH 




rH 


1 




a 












Eh 












O 












< 












o 




o 












L. ' 




rn 


o 




o 




O 


rn 


LO 


CJ 


rH 


r> 


L 


Eh 


CN 


u 


ro 


o 


CO 


Eh 


rH 


Eh 


rH 


o 


rH 


u 




s 




Eh 




En 








CJ 




a 




o 








< 
















<; 




a 








CJ 




CJ 






O 


CJ 


O 


Eh 


O 






o 


O 


CJ 


vo 




CN 


a 


ro 


o 


CO 




rH 




rH 


Eh 


rH 






o 




a 






O 




O 




O 




co 




CT\ 




in 








CN 




CO 




rH 




rH 




rH 





Title: METHOD OF SCREENING 
COMPOUNDS THAT INHIBIT 
LYSOPHOSPHATIDIC ACID 
ACYLTRANSFERASE 
Inventors: David W. LEUNG et al 
Docket No.: 077319-0381 




O 
CM 




O Eh O 



\ I t i < 1 T I T I \ I * I * 1 

LO l_D LP) LP) LO LO LO 



Ej Ej <j rtf -H -h 
9 9 S - 3 -H rH -h 




•H H £ tt\ U 

^ w tc w j 6 




I I 

fb! Eh Ej 

g g s 

a a a 



1 J* 

CD 4-1 





Title: METHOD OF SCREENING 
COMPOUNDS THAT INHIBIT 
LYSOPHOSPHATIDIC ACID 
ACYLTRANSFERASE 
Inventors: David W. LEUNG et al. 
Docket No.: 077319-0381 



CD 



c 
o 

IT) 

d> 
i— 

3 
O) 

mwmm 




^rHt-it— I H H H H 



i_n LO LO LO LO LO lo 




g g IS 



f0 



•H rrj 




Title: METHOD OF SCREENING 
COMPOUNDS THAT INHIBIT 
LYSOPHOSPHATIDIC ACID 
ACYLTRANSFERASE 
Inventors: David W. LEUNG et al. 
Docket No.: 077319-0381 



•a 
a> 



o 

m 
i_ 

3 

iZ 





O 

m 

CM 



o, hi hi Si Sf 3- 
$1 <i <i 



SSIHS??SIS 

www 





o 



PI 
CO 



1 1 1 gl 1 1 



* s 1 al § SI a 




CNICNCMCMCNICNIC^CN 



Ln^UlLnLDLDLilLn 
CMCN]CN1CNCNCN3CN]CN3 



111 

a a a 





on. a 

III 
ass 





i 



Title: METHOD OF SCREENING 
COMPOUNDS THAT INHIBIT 
LYSOPHOSPHATIDIC ACID 
ACYLTRANSFERASE 
Inventors: David W. LEUNG et al. 
Docket No.: 077319-0381 




OOOOOOOO LO LD LD LD If) LO LD LD 



3 SE I 

cy ffi g 





ca. S 

III 





Title: METHOD OF SCREENING 
COMPOUNDS THAT INHIBIT 
LYSOPHOSPHATIDIC ACID 
ACYLTRANSFERASE 
Inventors: David W. LEUNG et al. 
Docket No.: 077319-0381 



CM 



CO 

1- 
3 

U) 

U- 



CJ) 
CO 

CO 
LO 






m 


CO 


ft. 


CM 





t 

< 

Li- 



CS a 

< < 

Q S 



< 



a 

CD 



a. 2 
— i s 

< < to 
o t-* cvi 




aid + 0d9 6 



5 

-r! 2 

Q) o> "Jo 

^ ^ 

LOU) □ 
< < CO 

cd co 



< 



2 + _i —i 

"S5 O) Oi Oi Oi 

3 io w in in 

(/!<<<< 

t- 1 c\i co in 



O 
< 

(0 
CO 

CO 

c 

CO 
i- 

» 

u 

< 

o 

CO 

"55 
>» 

CO 

c 

< 

O 
_i 



Title: METHOD OF SCREENING 
COMPOUNDS THAT INHIBIT 
LYSOPHOSPHATIDIC ACID 
ACYLTRANSFERASE 
Inventors: David W. LEUNG et al. 
Docket No.: 077319-0381 



Induction of TNF in A549 LP A AT or A549 
cells stimulated with mTNF and IL-1 



120-/ 




cells alone 



mTNF + IL-1 B 



Figure 7 



Title: METHOD OF SCREENING 
COMPOUNDS THAT INHIBIT 
LYSOPHOSPHATIDIC ACID 
ACYLTRANSFERASE 
Inventors: David W. LEUNG et al. 
Docket No.: 077319-0381 



Induction of 1L-6 in A549 LPAAT or A549 
cells stimulated with mTNF and IL-1 




cells alone 



mTNF + IL-1 B 



Figure 8 



60 
120 
180 



Title: METHOD OF SCREENING 
I COMPOUNDS THAT INHIBIT 

" LYSOPHOSPHATIDIC ACID 

ACYLTRANSFERASE 
Inventors: David W. LEUNG et al. 

Docket No.: 077319-0381 , 

Figure 9 Translated sequence of human LPAAT-yl 

TCTATGAAACCAACATACATGGCGTTTGCATCACAGTTGGAGTCAGATGTGAGCCCGGAG 
GGCAGGTGTCTGGCTTGTCCACCCGGAAGCCCTGAGGGCAGCTGTTCCCACTGGCTCTGC 
TrACCTTGTGCCTTGGACGGCTGTCCTCAGCGAGGGGCCGTGCACCCGCTCCTGAGCAGC 
Sx ATG GGC CTG CTG GCC TTC CTG AAG ACC CAG TTC GTG CTG CAC 225 
Met Gly Leu Leu Ala Phe Leu Lys Thr Gin Phe Val Leu His 

5 1° 
CTG CTG GTC GGC TTT GTC TTC GTG GTG AGT GGT CTG GTC ATC AAC 27 0 

Leu Leu Val Gly Phe Val Phe Val Val Ser Gly Leu Val lie Asn 

15 20 25 

TTC GTC CAG CTG TGC ACG CTG GCG CTC TGG CCG GTC AGC AAG CAG 315 
Phe Val Gin Leu Cys Thr Leu Ala Leu Trp Pro Val Ser Lys Gin 

30 35 40 

CTC TAC CGC CGC CTC AAC TGC CGC CTC GCA TAC TCA CTC TGG AGC 3 60 

Leu Tyr Arg Arg Leu Asn Cys Arg Leu Ala Tyr Ser Leu Trp Ser 

45 "50 55 

CAA CTG GTC ATG CTG CTG GAG TGG TGG TCC TGC ACG GAG TGT ACA 40 5 

Gin Leu Val Met Leu Leu Glu Trp Trp Ser Cys Thr Glu Cys Thr 

60 65 7 ° 

CTG TTC ACG GAC CAG GCC ACG GTA GAG CGC TTT GGG AAG GAG CAC 450 
Leu Phe Thr Asp Gin Ala Thr Val Glu Arg Phe Gly Lys Glu His 

75 80 85 

GCA GTC ATC ATC CTC AAC CAC AAC TTC GAG ATC GAC TTC CTC TGT 49 5 

Ala Val lie lie Leu Asn His Asn Phe Glu lie Asp Phe Leu Cys 
90 95 100 

GGG TGG ACC ATG TGT GAG CGC TTC GGA GTG CTG GGG AGC TCC AAG 540 
Gly Trp Thr Met Cys Glu Arg Phe Gly Val Leu Gly Ser Ser Lys 
105 11° 115 

GTC CTC GCT AAG AAG GAG CTG CTC TAC GTG CCC CTC ATC GGC TGG 58 5 

Val Leu Ala Lys Lys Glu Leu Leu Tyr Val Pro Leu lie Gly Trp 
120 125 130 

ACG TGG TAC TTT CTG GAG ATT GTG TTC TGC AAG CGG AAG TGG GAG 63 0 

Thr Trp Tyr Phe Leu Glu He Val Phe Cys Lys Arg Lys Trp Glu 
15 5 140 145 

GAG GAC CGG' GAC ACC GTG GTC GAA GGG CTG AGG CGC CTG TCG GAC 67 5 

Glu Asp Arg Asp Thr Val Val Glu Gly Leu Arg Arg Leu Ser Asp 
150 ~ 155 160 

TAC CCC GAG TAC ATG TGG TTT CTC CTG TAC TGC GAG GGG ACG CGC 720 
Tyr Pro Glu Tyr Met Trp Phe Leu Leu Tyr Cys Glu Gly Thr Arg 

TTC ACG GAG ACC AAG CAC CGC GTT AGC ATG GAG GTG GCG GCT GCT 7 65 

Phe Thr Glu Thr Lys His Arg Val Ser Met Glu Val Ala Ala Ala 
ISO 185 I 90 

AAG GGG CTT CCT GTC CTC AAG TAC CAC CTG CTG CCG CGG ACC AAG 810 
Lvs Gly Leu Pro Val Leu Lys Tyr His Leu Leu Pro Arg Thr Lys 
,05 200 205 

GGC TTC ACC ACC GCA GTC AAG TGC CTC CGG GGG ACA GTC GCA GCT 855 
Gly Phe Thr Thr Ala Val Lys Cys Leu Arg Gly Thr Val Ala Ala 
910 215 220 

GTC TAT GAT GTA ACC CTG AAC TTC AGA GGA AAC AAG AAC CCG TCC 900 
Val Tyr Asp Val Thr Leu Asn Phe Arg Gly Asn Lys Asn Pro Ser 
225 * 230 235 

CTG CTG GGG ATC CTC TAC GGG AAG AAG TAC GAG GCG GAC ATG TGC 94 5 

Leu Leu Gly He Leu Tyr Gly Lys Lys Tyr Glu Ala Asp Met Cys 
•240 24S 2 50 

GTG AGG AGA TTT CCT CTG GAA GAC ATC CCG CTG GAT GAA AAG GAA 990 
Val Arg Arg Phe Pro Leu Glu Asp lie Pro Leu Asp Glu Lys Glu 
255 260 265 

GCA GCT CAG TGG CTT CAT AAA CTG TAC CAG GAG AAG GAC GCG CTC 103 5 
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Figure 9 (continued) 

Al. .la Gin Trp Leu His Lys Leu Tyr Gin Olu Lys Asp Al. Leu 

270 m *;X rrr ATG TTT CCA GGG GAG CAG TTT 1080 

SS S5 ™ " " T „ §£ SS S E S - «* «« «- - 

285 ,rr Jre TGG ACC CTC CTG AAC TTC CTG TCC TGG 1125 

£S S S S S S S £ «- «~ «; »» ^ s « Trp 

300 ^ rrr TTC TTC AGT TTT GTC TTG GGC GTC 1170 

E t£ SS S'S E " 2 S « ». VI Leu Gly ve! 

315 „„, r?T CTC CTG ATC CTG ACT TTC TTG GGG TTT 1215 

S fie 52 Sy S S Leu lIu He Leu Thr Pne Leu Gly Phe 

330 ™ „, ~r<. U| GGA GTT CGC AGA CTG ATA GGA GTA ACT 1260 

S2 Gly S SI S S= "y Val ATP «, Leu He Gly V.l T„r 

GAG ATA GAA AAA GGC JS AGC TAG GGA AAC CAA GAG TTT AAC AAA 130S 



1362 




Title: METHOD OF SCREENING 
( COMPOUNDS THAT INHIBIT 
LYSOPHOSPHATIDIC ACID 
ACYLTRANSFERASE 
Inventors: David W. LEUNG et al. 
Docket No.: 077319-0381 

Figure 10 Translated sequence of LPAAT-y2 cDNA 

CACGCTGGCGCTCTGGCCGGTCAGCAAGCAGCTCTACCGCCGCCTCAACTGCCGCCTCGCC 61 

TACTC ACTCTGGAGCCTAGCAC AAAACTAGAAGC AACCCAAGCACCTGTCACTGGAGACT 121 

AATTATGCGGC ACCCATACAGGGACCCTCTGCGGCCATCATGGAGAGCCTTCATCTTGCC 181 
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Figure 10 (continued) 

260 265 270 

CCT CTC CTG ATC CTG ACT TTC TTG GGG TTT GTG GGA GCA GCT TCC 1093 
Pro Leu Leu He Leu Thr Phe Leu Gly Phe Val Gly Ala Ala Ser 

275 280 285 

TTT GGA GTT CGC AGA CTG ATA GGA GTA ACT GAG ATA GAA AAA GGC 113 8 

Phe Gly Val Arg Arg Leu He Gly Val Thr Glu He Glu Lys Gly 

290 295 300 

TCC AGC TAC GGA AAC CAA GAG TTT AAG AAA AAG GAA TAA TTAATGGC 1185 
Ser Ser Tyr Gly Asn Gin Glu Phe Lys Lys Lys Glu *** 

1245 
1305 
1365 
1425 
1485 
1523 



305 ~ 310 
TGTGACTGAACACACGCGGCCCTGACGGTGGTATCCAGTTAACTCAAAACCAACACACAG 
AGTGCAGGAAAAGACAATTAGAAACTATTTTTCTTATTAACTGGTGACTAATATTAACAA 
AACTTGAGCCAAGAGTAAAGAATTCAGAAGGCCTGTCAGGTGAAGTCTTCAGCCTCCCAC 
"CGCAGGGTCCCAGCATCTCCACGCGCGCCCGTGGGAGGTGGGTCCGGCCGGAGAGGCC 
^^^momoav^ ana & r-^rrnr TTC C AAG AGGG AC CTTTGGCTGCTTTC TC 



AGCGCAGGGTCCCAGCATCTCCJAUUL-^u^^u^o x vjvjvj^« * www * wv.wwwn- ww^w^wwx.^ 
TCCCGCGGACGCCGTCTCTCCAGAACTCCGCTTCCAAGAGGGACCTTTGGCTGCTTTCTC 
TCCTTAAACTTAGATCAAATTTTAAAAAAAAAAAAAAA 
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Figure 11 Translated sequence of human LPAAT-5 

TGAACCCAGCCGGCTCCATCTCAGCTTCTGGTTTCTAAGTCCATGTGCCAAAGGCTGCCAG 61 
GAAGGAGACGCCTTCCTGAGTCCTGGATCTTTCTTCCTTCTGGAAATCTTTGACTGTGGG 121 
TAGTTATTTATTTCTGAATAAGAGCGTCCACGCATC ATG GAC CTC GCG GGA CTG 17 5 

Mec Asp Leu Ala Gly Leu 

5 

CTG AAG TCT CAG TTC CTG TGC CAC CTG GTC TTC TGC TAC GTC TTT 220 
Leu Lys Ser Gin Phe Leu Cys His Leu Val Phe Cys Tyr V al Phe 

10 15 20 

ATT GCC TCA GGG CTA ATC ATC AAC ACC ATT CAG CTC TTC ACT CTC 2 65 

He Ala Ser Gly Leu He He Asn Thr He Gin Leu Phe Thr Leu 

25 30 35 

CTC CTC TGG CCC ATT AAC AAG CAG CTC TTC CGG AAG ATC AAC TGC 310 
Leu Leu Trp Pro He Asn Lys Gin Leu Phe Arg Lys He Asn Cys 

40 45 50 

AGA CTG TCC TAT TGC ATC TCA AGC CAG CTG GTG ATG CTG CTG GAG 3 55 

Arg Leu Ser Tyr Cys He Ser Ser Gin Leu Val Met Leu Leu Glu 

55 60 65 

TGG TGG TCG GGC ACG GAA TGC ACC ATC TTC ACG GAC CCG CGC GCC 
Trp Trp Ser Gly Thr Glu Cys Thr He Phe Thr Asp Pro Arg Ala 

70 75 80 

TAC CTC AAG TAT GGG AAG GAA AAT GCC ATC GTG GTT CTC AAC CAC 445 
Tvr Leu Lys Tyr Gly Lys Glu Asn Ala He Val Val Leu Asn His 

85 90 95 

AAG TTT GAA ATT GAC TTT CTG TGT GGC TGG AGC CTG TCC GAA CGC 49 0 

Lvs Phe Glu He Asp Phe Leu Cys Gly Trp Ser Leu Ser Glu Arg 

100 105 HO 

TTT GGG CTG TTA GGG GGC TCC AAG GTC CTG GCC AAG AAA GAG CTG 53 5 

Phe Gly Leu Leu Gly Gly Ser Lys Val Leu Ala Lys Lys Glu Leu 

115 120 125 

GCC TAT GTC CCA ATT ATC GGC TGG ATG TGG TAC TTC ACC GAG ATG 580 
Ala Tyr Val Pro He He Gly Trp Met Trp Tyr Phe Thr Glu Met 

130 I 35 140 

GTC TTC TGT TCG CGC AAG TGG GAG CAG GAT CGC AAG ACG GTT GCC 62 5 

Val Phe Cys Ser Arg Lys Trp Glu Gin Asp Arg Lys Thr Val Ala 

145 " 150 155 

ACC AGT TTG CAG CAC CTC CGG GAC TAC CCC GAG AAG TAT TTT TTC 67 0 

Thr Ser Leu Gin His Leu Arg Asp Tyr Pro Glu Lys Tyr Phe Phe 

160 I 65 170 

CTG ATT CAC TGT GAG GGC ACA CGG TTC ACG GAG AAG AAG CAT GAG 715 
Leu He His Cys Glu Gly Thr Arg Phe Thr Glu Lys Lys His Glu 

175 180 185 

ATC AGC ATG CAG GTG GCC CGG GCC AAG GGG CTG CCT CGC CTC AAG 7 60 

He Ser Met Gin Val Ala Arg Ala Lys Gly Leu Pro Arg Leu Lys 

190 195 200 

CAT CAC CTG TTG CCA CGA ACC AAG GGC TTC GCC ATC ACC GTG AGG 805 
His His Leu Leu Pro Arg Thr Lys Gly Phe Ala He Thr Val Arg 

205 21° 2 15 

AGC TTG AGA AAT GTA GTT TCA GCT GTA TAT GAC TGT ACA CTC AAT 850 
Ser Leu Arg Asn Val Val Ser Ala Val Tyr Asp Cys Thr Leu Asn 

220 225 230 

TTC AGA AAT AAT GAA AAT CCA ACA CTG CTG GGA GTC CTA AAC GGA 895 
Phe Arg Asn Asn Glu Asn Pro Thr Leu Leu Gly Val Leu Asn Gly 

235 240 245 

AAG AAA TAC CAT GCA GAT TTG TAT GTT AGG AGG ATC CCA CTG GAA 940 
Lvs Lys Tyr His Ala Asp Leu Tyr Val Arg Arg He Pro Leu Glu 

250 255 260 

GAC ATC CCT GAA GAC GAT GAC GAG TGC TCG GCC TGG CTG CAC AAG 985 
Asp He Pro Glu Asp Asp Asp Glu Cys Ser Ala Trp Leu His Lys 
265 270 27 5 
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Figure 1 1 (continued) 

CTC TAC CAG GAG AAG GAT GCC TTT CAG GAG GAG TAC TAC AGG ACG 
Leu Tyr Gin Glu Lys Asp Ala ?he Gin Glu Glu Tyr Tyr Arg Thr 

280 285 290 

GGC ACC TTC CCA GAG ACG CCC ATG GTG CCC CCC CGG CGG CCC TGG 
Gly Thr Phe Pro Glu Thr Pro Met Val Pro Pro Arg Arg Pro Trp 



ACC CTC GTG AAC TGG CTG TTT TGG GCC TCG CTG GTG CTC TAC CCT 
Thr Leu Val Asn Trp Leu Phe Trp Ala Ser Leu Val Leu Tyr Pro 

310 315 320 

TTC TTC CAG TTC CTG GTC AGC ATG ATC AGG AGC GGG TCT TCC CTG 
Phe Phe Gin Phe Leu Val Ser Met He Arg Ser Gly Ser Ser Leu 

325 330 335 

ACG CTG GCC AGC TTC ATC CTC GTC TTC TTT GTG GCC TCC GTG GGA 
Thr Leu Ala Ser Phe He Leu Val Phe Phe Val Ala Ser Val Gly 

340 345 350 

GTT CGA TGG ATG ATT GGT GTG ACG GAA ATT GAC AAG GGC TCT GCC 
Val Arg Trp Met He Gly Val Thr Glu He Asp Lys Gly Ser Ala 

355 360 365 

TAC GGC AAC TCT GAC AGC AAG CAG AAA CTG AAT GAC TGA CTCAGGG 
Tyr Gly Asn Ser Asp Ser Lys Gin Lys Leu Asn Asp *** 
370 375 
AGGTGTCACCATCCGAAGGGAACCTTGGGGAACTGGTGGCCTCTGCATATCCTCCTTAGT 
GGGACACGGTGACAAAGGCTGGGTGAGCCCCTGCTGGGCACGGCGGAAGTCACGACCTCT 
CCAGCCAGGGAGTCTGGTCTCAAGGCCGGATGGGGAGGAAGATGTTTTGTAATCTTTTTT 
TCCCCATGTGCTTTAGTGGGCTTTGGTTTTCTTTTTGTGCGAGTGTGTGTGAGAATGGCT 
GTGTGGTGAGTGTGAACTTTGTTCTGTGATCATAGAAAGGGTATTTTAGGCTGCAGGGGA 
GGGCAGGGCTGGGGACCGAAGGGGACAAGTTCCCCTTTCATCCTTTGGTGCTGAGTTTTC 
TGTAACCCTTGGTTGCCAGAGATAAAGTGAAAAGTGCTTTAGGTGAGATGACTAAATTAT 
GCCTCCAAGAAAAAAAAATTAAAGTGCTTTTCTGGGTCAAAAAAAAAAAAAAA 
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Figure 12 



LPAAT-yl 
LPAAT-y2 
LPAAT-5 



LPAAT-yl 
LPAAT-Y2 
LPAAT-5 



LPAAT-yl 
LPAAT-y2 
LPAAT-5 



LPAAT-yl 
LPAAT-y2 
LPAAT-5 



LPAAT-yl 
LPAAT-y2 
LPAAT-5 



LPAAT-yl 
LPAAT-y2 
LPAAT-5 



LPAAT-yl 
LPAAT-y2 
LPAAT-5 



LPAAT-yl 
LPAAT-y2 
LPAAT-5 



10 20 30 40 50 

MGLLAFLKTQ FVLHLLVGFV FWSGLVINF VQ-LCTLALW PVSKQLYRRL 

^LAGLLKSQ FLCHLVFCYV FIASGLIINT IQ-LFTLLLW PINKQLFRKI 

60 70 80 90 100 

NCRLAYSLWS QLVMLLEWWS CTECTLFTDQ ATVERFGKEH AVIILNHNFE 

MLLEWWS CTECTLFTDQ ATVERFGKEH AVIILNHNFE 

NCRLSYCISS QLVMLLEWWS GTECTIFTDP RA^LKYGKEN AIWLNHKFE 

110 120 130 140 150 

IDFLCGWTMC ERFGVLGSSK VLAKKELLYV PLIGWTWYFL EIVFCKRKWE 
IDFLCGWTMC ERFGVLGSSK VLAKKELLYV PLIGWTWYFL EIVFCKRKWE 
IDFLCGWSIS ERFGLLGGSK VLAKKELAYV PIIGWMWYFT EMVFCSRKWE 

160 170 180 190 200 

EDRDTWEGL RRLSDYPEYM WFLLYCEGTR FTETKHRVSM EVAAAKGLPV 
EDRDTWEGL RRLSDYPEYM WFLLYCEGTR FTETKHRVSM EVAAAKGLPV 
qdrItvatsl Ihlrdypeky FFLIHCEGTR FTEKKHEISM QVARAKGLPR 

210 220 230 240 2bU 

LKYHLLPRTK GFTTAVKCLR GTVAAVYDVT LNF-RGNKNP SLLGILYGKK 

LKYHLLPRTK GFTTAVKCLR GTVAAVYDVT LNF-RGNKNP SLLGILYGKK 

LKHHLLPRTK GFAITVRSLR NWSAVYDCT LNF-RNNENP TgLLGVLNGKK 

260 270 280 290 300 

VEADMCVRRF PLEDIPLDEK EAAQWLHKLY QEKDALQEIY NQKGMFPGEQ 
YEADMCVRRF PLEDIPLDEK EAAQWLHKLY QEKDALQEIY NQKGMFPGEQ 
YHADLYVRRI PLEDIPEDDD EC§AWLHKLY QEKDAFQEEY YRJGTFP§TP 



310 320 330 340 

FKPARRPWTL LNFLSWATIL LSPLFSFVLG VFASGSPLLI 
FKPARRPWTL LNFLSWATIL LSPLFSFVLG VFASGSPLLI 
MVPPRRPWTL VNWLFWASLV LYPFFQFLVS MIRSGSSLTL - 

360 370 380 

GAAS FGVRRL IGVTEIEKGS SYGNQEF K KKE* 
GAASFGVRRL IGVTEIEKGS SYGNQEF— K KKE* 
FVASVGVRWM IGVTEIDKGS AYGNSDSKQK LND* 



350 

--LTFLGFV 
--LTFLGFV 
ASFILVF 



Title: METHOD OF SCREENING 
COMPOUNDS THAT INHIBIT 
LYSOPHOSPHATIDIC ACID 
ACYLTRANSFERASE 
Inventors: David W. LEUNG et al. 
Docket No.: 077319-0381 



4: ♦ 

\ 



tt. 



f 

< 



© 

1 



